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# 225.1 Current good mnufmcturing pmc. 

(a) Sectlon IOl(rH2MB) of the Fed- 
eral Food. Drug. and Counetic Act 
provides that a drug (Including a drug 
contalned In 4 rnedlcated feed) shall 
be deemed to be adulterated if the 
methods used in. or the facllltles or 
controls used for. its manufacture, 
processing, packing, or holding do not 
conform to or are not operated or ad. 
ministered in conformlty with current 
good rnanufacturlng practlce to assure 
that such drug meets the requirement 
of the act as to safety and has the 
Identity and strength. and meets the 
quality and purity chamcterlstics. 
whlch it purports or is represented to 
Po==. 

(b) The provlsions of l i  225.10 
through 225.115. incluslve. set forth 
the criteria for determlnlng whether 
the manufacture of a medlcated feed 
is In compllance wfth current good 
rnanufacturlng practice. These regula- 
tions shall apply to all types of faclli- 
tles and equipment used in the produc- 
tlon of medlcated feeds, and they shall 
also govern those Instances in which 
failure to adhere to the regulations 
has caused nonmedicated feeds that 
are manufactured. processed. packed. 
or held to be adulterated. In 8uch 
cases. the medlnted feed rhall be 
deemed to be adulterated wlthln the 
meaning of sectlon IOl(aH1KB) of the 
act. and the nonmedbated feed shall 
be deemed to be adulterated within 
the meaning of 402(aK2)(D). 

0 225.10 Pcraonncl. 
(a) Qualified per8onnel and ade- 

quate personnel tralnlng and rupervl- 
sion are essential for the proper for- 
mulatlon. manufacture, and control of 
medlcated feeds. Tr8lnlng and experi- 
ence leads to proper w of equipment, 
nmintenance of accurate records. and 

(kc. 
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detcctlon and onvention of Dorrible 
devl.tlon8 from current good murufac. 
turiluP-cm. 
(bX1) All cmployee8 Involved tn the 

manufrcture of medicakd feed8 shall 
have an underatanding of the m u -  
facturing or control opcratlonts) 
which they perform. tncluding the lo. 
catlon and proper w of equipment. 

(2) The manufacturer shall provide 
an on-golnc progrun of ev8luation and 
supervlrlon of employees in the manu- 
facture of medlcrted f d .  
I41 F'R 52618, Nov. 30. 1976. 88 mended ai 
42 FR 12426. M u .  4.19771 

Subpar, CConrhucH.n m n d  Mainto- 
Iwnce of M l H k r  ond Eqdpmont 

# 225.20 Buildings. 
(a) The location. design, construc- 

tlon. and physlcal she of the bulldlng 
and other production faclllties are fac- 
tors Important to the manufacture of 
medlcated feed. The features of facili- 
ties necessary for the proper manufac- 
ture of medicated feed Include provi- 
8lOn for ease of access to structures 
and equipment In need of routine 
mrintenance: erue of cleaning of 
equlpment and work areas: facilitles to 
promote personnel hygiene; structural 
conditlons for control and preventlon 
of vermin and pest Infestation; ade- 
quate space for the orderly recelpt and 
storage of drugs and feed ingredlents 
and the controlled flow of these mate- 
d.15 through the processlng and man- 
ufacturlng operations: and the equlp- 
ment for the accurate packaging and 
dellvery of a medlcated feed of speci- 
fied labeling md composition. 

(b) The construction and malnte- 
nmce of bulldings in which rnedlcated 
feeds are manufactured. processed. 
packaged. labeled, or held shall con- 
form to the followlng: 

(1)  The building grounds shall be 
adequately drained and routinely 
maintrined so that they are reapon- 
ably free from lltter. waste. refuse, 
uncut weeds or grass, standing water, 
and improperly stored equipment. 

(2)  The bulldlngW shall be maln- 
talned In a reasonably clean and order- 
ly manner. 

(3)  The buildlngts) shall be of suit- 
able construction to mlnlmize access 



by rodent* binh* kr#ctr, urd other 
pru 

(4) The bulldlnp shall pro*ldc rdc- 
anace and UrhurY for the 

proou perromance of the folkrlnr 
mdkatad f a d  manut- oger- 
rtkafi 

(1) The ncclPt, collttol. mb ator48 
dcomDonmtr. 
(1) Canponent pro#rinl. 
(I) Ycdleucd feed murul.eturlM. 
(ivl- UICl &beihe. 
tfr) Storue of earl.lnarr, mckum 

mrterl.kI.klla*ud-prod 
ueu 

(VI) Routlne mrjntcnraa of eQulP- 
IDtnt. 

1- EIrrrVrc 
(a) EquJpment which h designd to 

perform itr Intended IuncUon .nd h 
~mperly instaUed urd uaed Ir e8aenti.l 
to the manufacture of medksted 
feeda Such equlpment permits pnb 

elllt.tcr clcurlxu. urd minlmks S P I P  
we of dnu commnenl and flnbhed 
Product. 

(bxl) All equipment shall posseas 
the ap.blllty to produce 8 mcdlatcd 
feed of Intended potency. s8fety. and 
purity. 

(2) u1 equipment shall be nuin- 
Wed In a reuoNbly &an urd order- 
ly manner. 
(3) All epulpment. includlng scales 

md lhuld metering deviaa, shall be of 
suitable &e. deslen, construction, pre- 
cision. and U)CUI'.CY for Ita intended 
wrPo=. 

(4) All scaks and mekrlng devices 
shall be tested for accuracy upon In- 
stallation .ird at lemt once a y w  
thereafter. or more fmuently aa m y  
be nmssuy, to  Insure thelr accuracy. 

(5) All equipment shall be so con- 
structed and m.int.lned u to prevent 
lubricants and coolants from becoming 
d e  addlUvea in feed comwents or 
mcdlaced feed. 

(6)  PI1 equipment sh8Il be designed. 
constructed. h W l e d  and m8intalned 
10 8s to Itrcllltote inspection urd uae of 
dewout proadwets). 

L 

dwtlon Of f w  Of U d f O r m  qUaity. fa- 
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gn5.35 uae .I work u1.* quipam(. 
u l m - h r m r r r l w .  
(ulrl-drtwyrluew. 

(8) Y u r y  maufactwera of medicat- 
ed fee& u e  .Lo Involved In the manu- 
facture, -. or hurdlllll of Prod- 
uctr which M not Intended far.nlmrJ 
feed w, much u ftrtllhcn, hcrweMcr. 
imectlcldar. iundddar. rOdmtieidGz 
urd othar PeruCMcr Muluf-. 
storage, or hurdllN of d e e d  and 
feed productr In the llimt f.cilltles 
l l u y  ault dulWc8Uon of fced prod- 

wlth toxic or othrrrk wI.9 
proved feed ddictves. 
(b) Work u~cls: urd Cqulpment u8ed 

for the mrnufrture or 8Coraee of 
medicsted feeds or cornDonen& there- 
of &hall not be wed for, and ah8ll be 
physlcrUy aepaWed from. work are88 
and equipment uaed for the m8nuf.c- 
turn of fertlllten. herbicides. inrectl- 
dda, funpicldes, rodenticides, urd 
other perucrdes unl- such utlcles 
u e  approved drum or .pproved food 
ddltlves Intended for use In the mu- 
ufacture of medlerted feed. ---- 
#22!5.42 h p n c n t a .  

(a) A medlated feed. in ddltlon to 
providing nutrients. h 8 vehicle for 
the 8dminhtratlon of 8 drug, or'drum. 
to urlmrb. To ensure proper d e t y  
and effecUveness. such mediated 
feeds must contain the labeled 
u n ~ ~ n t s  Of drum. It h neeearory that 
adequate procedures be establbhed for 
the receipt. storage. urd inventory 
control for all such drugs to .Id in as- 
aurlng their IdenWty. strength. qu8llty. 
and purity when incorpontcd into 
products. 
(b) The receipt, storage, and lnven- 

tory of drum. including ~ d l l u t e d  
drug components. mediated premixes. 
and semiprocesd (Le., intennedI8te 
premixes. Inplant premixes and con- 
centrates) lntennedl8te rrlxes contoln- 
inn drum. which are used in the manu- 
f&ture-and proces8ing of medlated 
feeds ahall conform to the folloarlng: 

(1) Incomlng shipments of drum 
shall be vlsually examined for Identity 
and damwe. Drum which b v e  been 
subjected to conditions which may 
have adversely Ufected their Identity, 

- . ._ 



sirength. quality, or pUrity shdl not 
be accepted for use. 

(2) Packaged drugs in the storage 
areas shall be stored in the& o m  
closed containera 

(3)  Bulk drugs a h d l  be identified 
and scared in 8 manner much that their 
identity, strength. Q w t y .  urd pwty 
will be maint.lntd. 

(4) Drugs in the mixinu area shall 
be properly identified, stored, handled. 
and controlled to d n W n  their htef- 
rity and identity. lsullldent sp8ce 
shall be provfdd for the loution of 
e8ch drug. 

pared and maintained for each lot of 
drug received. The receipt record shall 
accurately indicate the Identity and 
quantity of the drug. the name of the 
supplier. the supplier’s lot number or 
an identifying number assigned by the 
feed manufacturer upon receipt which 
relates to the particular shipment. the 
date of receipt, the condition of the 
drug when received, urd the return of 
any damaged drugs. 

( 6 )  A daily inventory record for each 
drug used shall be maintained and 
shall list by manufacturer’s lot 
number or the feed mmu2acturer’s 
shipment identification number at 
least the following information: 

( i )  The QUMtity of drug on hand at 
the beginning and end of the work day 
(the beginning amount being the same 
as the previous day’s closlng inventory 
if this amount has been established to 
be correct); the quantity shall be de- 
termined by weighing. counting, or 
measurlng, as appropriate. 

(ii) The amount of each drug used. 
sold, or otherwise dispoged of. 

(111) The batches or production runs 
Of medicated feed in which each drug 
was used. 

(1%’) When the drug is used in the 
preparation of a semiprocessed inter- 
mediate mix intended for use in the 
manufacture of medicated feed. any 
additional information which may be 
required for the purpo8e of paragraph 
(bK7) of this section. 

tv )  Action taken to reconcile any dls- 
crepancies in the daily inventory 
record. 

(1) Drug inventory shall be main- 
tlrlned of each lot or shipment of drug 
by means of a daily compvison of the 

(5) A I’eCdpt m r d  Shall be pn -  

actual amount of drug wd with the 
theoretial dny w e  In term8 of the 
mniproccs#d. 1ntennedl.tc and fin- 
hhed medluted feed8 murufactured. 
Any rlgnificrnt dl8crepancY shall be 
investig8ted and corrective .ction 
taken. The mediated fcedts) renuin- 
h g  on the prunk# whlch uc 8fftetcd 
by Chb dlnmmncy rh.ll be dewncd 
until the dlrrcpurcy lr reconciled. 

Cion shall be mrSnWned on the prem- 
lses for at least one y e u  8fter com- 
ptek ua of 8 drug component 02 a 
rpcclfk lot number 01 feed m8nuf.c- 
Curer’s rhipmmt IdentlfkatJon 
number. 
#rtS.S L . k n l o r y c o l ( t d r  

(a) The periodic m y  of mediated 
feeds for drug componentr providea a 
measure of performurn of the nunu- 
facturing proem In mruruf.elurlne a 

(b) The following assay require- 
ments shall apply to mediated feeds: 

(1) Fbr feeds requiring approved 
Medicated Peed Applications (Pbrm 
FD 1800) for their murufacture and 
marketing. At least three repnrtnu- 
tive -ple~ of mediated Zeed con- 
Wning each drug or drug combination 
used in the establishment shall be col- 
lected and 8ss8yed by approved offi- 
cial methods. at periodic intervals 
during the calendar ytar. unless other- 
wise specified in this chapter. At least 
one of these assays shall be performed 
on the first batch using the drug. If 8 
medicated feed contrlns a combination 
of drugs, only one of the drum need be 
sublect to analysis each time. provided 
the one tested is different from the 
onas) previously tested. 

(2) For feeds not requiring approved 
Medicated Feed Appliations (Fbrm 
FD 1300) for their manufacture and 
marketing. At least one representative 
sample of medicated feed containins 
each drug or drug combln8tion used in 
the establishment shall be collected 
and 8ssayed by approved Association 
of Official Analytical Chemists 
(AOAC) methods. or other appropri- 
ate analytical methods. at intervals no 
longer than 12 months. unless other- 
wise specified in this chapter. If a 
medicated feed conWns a combination 
of drum. only one of the drum need be 

(8 )  All W U i r C d  by thlr ~ e e -  

df0m product Of hknded pOh?IlCy. 

. . .  . . . . . . . . . . . . .  . . .  . . .  . .  -. ..: -, -.-;. . .  



s&b!@&t-dm*-c& ;3ggk5 
the OI"8) mOU8b krt+d 

tc) The orWnala or copkr of .11 m 
dts of UmBlml Includtry - - 
mte nxd control 0llld.b .nd uy 
ocher mveramen~ .~cnct. -1 k 

p&odof not lcrrthur 1 yeU8fterdL- 
~butIonoftha mdcated f e d .  

ate th8t the mtblcrtcd feed L not In 
ward wlth label rpcdtlclitknr or L 
not withln ocrmbdble may Umltr u 
8peclfkd In t h b c t m P * . i n ~  
md corrective rewOn s h ~ U  be Qlplt- 
mental urd an o r i g i ~ I  OT copy of the 
record of such retlaa rmilnt.lacd on 
the- 

(e) ComCtIve .etlon shall include 
provkloa, for dlrcontlnulng didrlbu- 
tion where the mcdlated feed falls to 
meet the labeled chyr patency. Dl8CrI- 
butbn of rub.cclucnt Dmduetbn of 
the puueulu feed rh.u not kpin 
unul It hu been dckrmlned thrt 
Oropcr control Droccdurcr have betn 
edamed. 
1- - l r c r t e - t w =  

for all equipment wed in thu mrmu- 
facture and dlrtrlbutlon of mldlcrkd 
feed# u e  ementkl to nuint.ln proper 
drug pakacy urd avoid unsafe con- 
tualnriuon of feeds wlth drua Buch 
proccdurcr may conrlrt of cleaning by 
ph- meuU. e.#.. muumlng, 
rrPeepIng. ruhlnp. etc. Altcnutlvely, 
flurhlng or sequencing or other equal- 
ly effective tcchnkues may be used 
whereby the cqulpment b elcured 
dther through w of a feed cont.in- 
Inu the SBII!~ druq<r) or Chough uxe of 
drur free fecQtuffr 

(b) All Cqulpment. Including that 
used for .tarrge. processing. mlxing. 
conveying. 8nd dlstributlon that comes 
In contact with the active drug compo- 
nent. teed8 in protea. or fhkhed 
medlaLed feed shall be subJect to .I1 
rersomble and effective procedures to 
prevent unsafe contunInatIon of man- 
ufactu.zd feed. The stem used to pre- 
vent u d e  contunlnatlon of feeds 
shall Include one or more of the fol- 
lovine. or other eou8lly effective pro- 
&duns. 

&ulmd On the WUllha fOr 8 

(d) whtn the Wtr Of LndC 

(8)  kkqmk d W U t  ProadUI'eS 

m i- 
(1) Such proadurea shall, when a~ 

p r o p W ,  am8W of physld means 
tvacu-. IvccpIIIl. or W U N n p ) .  

and/or #gucntl.l production 
of fee&. 
(1) If flurhlnl L utlliscd. the flush 

amterbl rh.ll be muerly ldentiiled. 
rtorad. and wed h a manner to pre- 
vent u m d e  contrminrrtion of other 
fcedr 

(a) If WquenW produdon of medl- 
d a d  feedn Luullrad Itrh.ll be an a 
prcdetumlatdkrLdU&lWd~Prc-  
vent unsafe contunbutJon of feeds 
rith raddurJ drulr. 

-?--d- 
ftraso L.kua5 

(a) Approprt.tc l8beUng Identifies 
the mediated fml .  and provides the 
uKr with d k e c t h s  for w which, If 
adhered to. rill MUC Chat the utlele 
Ir d e  Md effective for Its  Inttnded 
Durporcr 

(bH1) lrkk and labeling. including 
pl .anb.  ahall be received, handled, 
and rtond in a nunner uut Prevents 
labellno mlxupr urd u s u n s  that cor- 
rect hbclIng L employed for the medi- 
ated feed. 

(2) Labels and I&beline. Including 
plrcudr. upon recelpt from the print- 
er .h.ll be proofread against the 
Master Record FLlC to verify thelr rult- 
8blllty a d  W U W y .  The pmfrerd 
label hal l  be d.ted. hItWed by 8 rC- 
sponrlble ind1vldu.l. and kept for 1 
year after all the labels from that 
h t c h  hrve been &. 

(3) In those Instances where medl- 
cated feeds are dbtributed In bulk. 
complete labeling shall accompany the 
shipment and be supplied to the con- 
dgnee at the tlme of dellvery. Such la- 
bellng may conskt of a placard or 
other labels attached to the involce or 
delivery tlcket. or manufacturer's In- 
voke that Identifies the medlcated 
feed and Includes adequate Infonna- 
tion for the safe and effective w of 
the medlcated feed. 

(4) -bel stock shall be revleared pe- 
rlodically and dkontinued label8 sh.ll 
bedl#wded. 

. - .  .-.- ... .. . . . _.__ ...-,. ->* ._... ~ __..,.-. _.. ... ... .. - - . . , . . . .. . - . . . . . . . .  
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SubpaH E - - l d  and R.cmCr 

Uon mor&. 
~Y25.102 Master cccopI lik d p d u -  

(8) The Master Record We PmM&8 
the complete procedure for murufac- 
turing a specific product, wtt lw forul 
the formulatlon. theoretical yield. 
manufacturing procedum. -Y re- 
qulrements, and 1.bCllnq of batches or 
production runs. The production 
record(s) includes the complete histo- 

record Includes the amounts of drum 
used, the amount of medicated feed 
manufactured, and provldes B check 
for the d8ily inventory record of drug 
components. 

(b) The Msster Record File urd pro- 
duction records shall comply with the 
following provisions 

(1) A Master Record File shall be 
prep8red. checked, dated. and signed 
or lnltialed by 8 qu8Ufled perron and 
shall be retained for not less t h m  1 
year after production of the lut batch 
or productlon run of medicated feed to 
which it pertains. The M8ster Record 
File or m d  shall include 8t 1-t the 
following: 

(1) The name of the medicated feed. 
(11) The name and weight percentage 

or measure of emh drug or drug com- 
bination and each nondrug ingredient 
to be used in manufacturine a sWed 
weight of the medicated feed. 

(ili) A copy or description of the 
label or labeling that wlll uxwrpuw 
the medicated feed. 

(iv) Manufacturing Instructions or 
reference thereto that have been de- 
termined to yield a properly mixed 
medicated feed of the specified formu- 
la for each medicated feed produced 
on a batch or continuous opentlon 
basis, including mixing steps. mixlng 
times and. in the case of medIc8tcd 
feeds produced by continuous produc- 
tion run. any additional manufmtur- 
lng directions Including. when indlcat- 
ed. the settings of equipment. 

tv )  Appropriate control directions or 
reference thereto. Including the 
manner and frequency of collectlng 
the required number of samples for 
specified laboratory assay. 

(1) The original production record or 
copy thereof shall be prepued by 

ry Of 8 h t c h  Or ProdUCUOn Nn. This 

._ . - -_. ..,--.._l---.- - - --- r _  - 

qudlfied pemnnel for each batch or 
run of mediated feed produced .nb 
rhJl be ret&& on the ~nmiKs for 
not ltrs than 1 yew. The production 
record r W l  Include at kut the fol- 
lowino: 

(1) Roduct idmtlilcatlon, d8te of 
productlon. 8nd a mftkn endone- 
ment in the fonn of a dgmtun or W- 
tlrls by 8 rrsponrible Individual. 

(iI) The qumtlty and lymt of drua 
components used. 

(111) The theoretical quantlty of 
medicated feed to be produced. 

(iv) The actual quurWty of mediat- 
ed feed produced In thoK inrturecr 
where the fInMred feed Is rtortd In 
bulk urd .CtUal :Atld m t  bt  
rately determined, the firm rhrll mu- 
mate the quantlty produced and pm 
vlde the bask for such estlmruC In the 
Master Record Plle. 

(9) In the case of a custom formula 
f e d  made to the rocciflationr of a 
customer. the lsurtcr Record File and 
production record8 required by this 
section shall coM1.t either of such rec- 
ords or of copies of the curtomer's pur- 
c h w  orders and the mmufcturer's 
Invoices bearing the inform8tlon re- 
quired by this 8ectfon. When a clutom 
order is received by telephone. the 
manufacturer shall prepare the re- 
quired production records. 

(4) Botch productlon records shall 
be checked by a responsible Individual 
8t the end of the working d8y In 
whlch the product was manufactured 
to determine whether 8l1 rcqulred pro- 
ductlon steps have been performed. If 
significant discrepurcles are noted. an 
lnvestiption shall be Instituted Imme- 
diately. and the production record 
shall describe the cometlvc actlon 
taken. 

(5) Each batch or production run of 
medicated feed shall be ldentlfied wfth 
it8 own Indlvldual batch or production 
run number, code, date. or other suit- 
able Identification applied to the label. 
p.ck8ee. Invoke or shlpping docu- 
ment. This identlficrtion shh.11 permit 
the trming of the complete and .ECU- 
nte manufacturine history of the 
product by t h e  m8nufacturer. 
Q 225.1 10 Dirtr ibution recorda. 

(8)  Dlstribution records permit the 
manufacturer to relate comdaints to 



rpceific batches Md/Or PtodUctlOn 

tion may be helpful In lnrtltuthg 8 
recall. 

(b) DWbutlon records for m h  
aipment of a medhtcd fccd ahall 
amply  wlth the following p r o ~ l ~ k ~ :  

(1) Each dLtrfbutim record shall In- 
dude the date of ahlpmcnt, the name 
md .ddnu of purchwr. the a w t l t y  
rhlpped and the nunc of the medk8t- 
cd feed. A loL or control number, or 
&te of mmuf.clun or other liultable 
ikntiflcation shall -pear on the db- 

with e h  shipment. 
(2) The orlgln8ls or copies of the db- 

trlbutlon records shall be reWmd on 
the premLer for not 1- than one 
year after the &te of shipment of the 
mcdiatcd feed. 
)22%llS Complaint fila. 

(a) CompWnta urd reporta of expe- 
rknces of product defects relatlve to 
tbe d r u g s  efficacy or d e t y  m y  pro- 
rlde an Indlator m to whether or not 
medicated feeds h8ve been murufac- 
tured In confomlty wtth current good 
murufacturlng pr8ctIces. These com- 
plaints and experiences m8y reveal the 
existence of nunufacturlnr problems 
not otherwise detected through the 
norm.) puality control pnmduns. 
Tlmely and approprf8te follow-up 
rctlon can serve to correct 8 problem 
urd minimise future problems. 

(b) The mediuted feed manufactur- 
er th8ll mrlntain on the premlses 8 
file which contains the followlng in- 
format ion: 

(1) The original or copy of a record 
of each orai urd written complaint re- 
ceived rel8ting to the safety 8nd effec- 
tiveness of the product produced. The 
record shall include the date of the 
complaint. the complainant's name 
urd address, n@ne and tot or control 
number or date of manufacture of the 
InediCated feed involved. 8nd the spe. 
cific details of the complaint. This 
record shall .]so include all corre- 
spondence from the compiainant and/ 
or memo-anda of conversntlona with 
the complainant, and a description of 
all lnvestig6tlons made by the manu- 
facturer and of the method of dig-- 
Uon of the complaint. 

of mcdhted f d -  Thh w o r n -  

h Wbution record the hbel b e d  

(2) For medicated feed8 requlrlng an 
8pvroved Medicated pccd ApplluUon 

of cllnkd .nd other cxuerlence wlth 
the drug shall be mrlnt.lncd urd re- 
ported, .pproPri.tcly ldentllled wlth 

whlch they r e b .  to the Bumu of 
Vekrinuy MedAdne. 5600 Flshera 
m e ,  Rockvllle. MD 20857. ln dupll- 
uk, purruurt to is10.301 of tu 
ch.Pkr. 

PART l l b c w R E l s t  oo00 Wlb 
I A m M  P M c I #  FOR MLOC 
cAtltD)(uMu(H 

(Form -1800). recorQ Md reports 

the n W k N 8 )  Of We PD-1800 t0 

--- 
see. 
W . 1  Current g w d  1~11uf8cturine prac- 

226.10 Perwnncl. 
tice. 

k + ) r c c c w n k v c w v ~ ~ d  
-dLluicm, 

226.20 Buildinga. 
226.30 Equipment. 

u-0-h- 
226.40 Ptoductlon and control procedures. 
226.42 Components. 
226.U L.boraLory controls. 

w-*.IlrL.kur 

8 U b p i L - R d U l d I . l m h  

226.80 Packagine and labeling. 

226.102 Muter-formula and batch-produc- 

226.1 10 Dblribution records. 
226.115 Complaint files. 

1050 LS amended; 1055-1058 &s mended (21 
u.8.c 351. mlJ. 

Sovncr: 40 FR 14031. Mu. 27.1975. unless 

Subpart A--O.noml Provhknr 

j 2 t 6 . l  C u m n t  good manufacturing p m -  
tie. 

The criteria In ((226.10 through 
226.115. inclusive. shall apply in deter- 
mlnlng whether the methods used in, 
or the facilities and controls used for 
the manufscture. pracurslng. packing. 
or holding of 8 medicated premix con- 

lion records. 

AUTHORITY: Sets. 501. 701. 52 Sat. 1049- 

oLherwise noted. 

_ _  _ -  - 



0 226.10 

form to or are operated or adminis- 
tered in conformity with current good 
manufacturing practice to w u r e  that 
a mediated premix meets the require- 
ments of the act .I to safety. and has 
the identlty and strength. and meets 
the quality and purlty chuacterlstics 
which it purports or is represented to 
possess. as muired by section 501(a) 
(2)(B) of the act. The regulations in 
this Part 226 permit the use of pnci- 
sion. automatic, mechanical, or elm- 
tronfc equipment in the production of 
a medicated premix when rrdequate in- 
spection and checking procedures or 
other quality control procedures u e  
used to assure proper performance. 
0 Y26.10 Personnel. 

The key personnel and any consult- 
ants involved in the manufacture and 
control of the medicated premix shall 
have a background of appropriate edu- 
cation or appropriate experience or 
combination thereof for assuming re- 
sponsibility to assure that the medi- 
cated premix has the proper labeling 
and the safety. identity. strength. 
quality. and purity that it purports to 
possess. 

Subpar( b--Conrlru&on and Main* 
nanco of fodlitios and Equi)mnt 

0 226.20 Buildings. 
Buildings in which medicated pre- 

mixes are manufactured, processed. 
packaged. labeled, or held shall be 
maintained in a clear and orderly 
manner and shall be of suitable size. 
construction and location in relation 
to surroundings to facilitate mainte- 
nance and operation for their intended 
purpose. The building shall: 

(a) Provide adequate space for the 
orderly placement of equipment and 
materials used in any of the following 
operations for which they are em- 
ployed to minimize risk of mixups be- 
tween different medicated premixes, 
their components. packaging. or label- 
inR: 

(1) The receipt, sampling. control, 
and storage of components. 

(2) Manufacturing and processing 
operations performed on the medicat- 
ed premix. 
(3) Packaging and labelin0 oper- 

ations. 
- _  

(4) Storage of containers, uacknglnp 
materU,  Iabellry, and flnhhed prod- 
ucta. 

(5) Control laboratory operations. 
(b) Provlde adequate llghting and 

ventilation, and when necessary for 
the Intended production or control 
purposes, adequate screening. dust and 
temperntun controls. to avoid con- 
tamination of medicated premlxes. 
and to avoid other conditions unfavor- 
able to the aafety. identlty. strength. 
quality. and purity of the raw materi- 
rls and medicated premixes before. 
during. and after production. 

tc) Provlde for adequate washing. 
cleaning. toilet, and locker facilities. 
Work areas and equipment used for 
the production of medicated premixes 
or for the storage of the cornponenu 
of medicated premixes shall not be 
used for the production. mixing or 
storage of finished or unfinished Insec. 
ticides. fungicldes. rodenticides, or 
other pesticides or their component 
unless such materlals are recognized 
as approved drugs intended for use in 
animal feeds. 
0 226.30 Equipment. 

Equipment used for the manufac- 
ture. processing. packaging. bulk ship- 
ment, labeling. holding, or control of 
medicated premixes or their compo. 
nents shall be nuintalned in a clean 
and orderly manner and shall be of 
suitable design. size. construction. and 
location to facilitate maintenance and 
operation for its intended purpose. 
The equipment shall: 

to) Be so constructed that any sur- 
faces that come into contact with 
medicated premixes are suitable. in 
that they are not reactive. additive, or 
absorptive to an extent that signifi- 
cantly affects the Identity. strength, . 
quality. or purity of the medicated 
premix or its components. 

(b) Be so constructed that any sub- 
stance required for the operatlon of 
the equipment. such as lubricants. 
coolants. etc.. may be employed with. 
O u t  h m d  of becoming unsafe ad- 
ditive to the medicated premix. 

tc) Be constructed to facilitate ad- 
justment, cleaning. and maintenance, 
and to assure uniformity of production 
and reliability of control procedures 
and to w u r e  the exclusinn fro- --ai 



rated premlxes of contunin8tlon. In- 
cluding Crwr-eontuahUon from 

(d) & 8ult.bly mundcd ClcCtr ical lY 
to prevent lack of uniform mixing due 
to electrhlly charged Puueler 

(e) Re of aultable &e and .ccuracy 
for uae In .ny Intended mwutlno. 
mixhe. or welghlna operatlonr. 

tMnUf.CtUThg OpCWtOM. 

w-Q-w- 
iZ26.N RJwUon and eu&ml pmm- 

ProductIan and control procedures 
ahall Include .U re8aon8ble prccru- 
tlona. Lncludlng the following. to 
assun that the mtdlclrtcd premixea 
produced have the IdenUW. r tmeth .  
qurJ1ty. and DurtW they Purport to 
m: 

(a) Each mltlal atep In the process. 
wcli u the rlectlon. welghlng. and 
mcrrurlng of components the 8ddi- 
tson of drug commnentr during the 
procam weighing urd mersurlng 
during vuloua I t y e 8  of the p m -  
Ing; and the determination of the fin- 
bhed yleld, a N I  be performed by one 
63 more competent. miponalble lndl- 
VIdrUlr If 8UCh S- In the processing 
u e  controlled by precirlon. rutom8tlc. 
mechanic4 or electronic equipment. 
thew proper performance ahali be d e -  
qu8klg checked by one or more com- 
petent. reaponslble lndivldu8la. 

(b) All cont.lner8 to be used for un- 
diluted drugs. drug components. lnter- 
mcdl8te mixtures thenof, and medl- 
ated pnmixe8 ahall be received. d e -  
qlutely ldentlfled, and properly stored 
and handled in a m8nner 8dequ8te to 
wold mlxups and contunlrutlon. 

(c) Epuipment. Including dus t an -  
trol and other equlpment, such as that 
used for holding and returning recov- 
ered or fluahout NtCriah~ back Into 
production, e l  be mrJnWned urd 
opcr8ted in a manner to wold con- 
tamln8tlon of the medlated premixes 
and to insure the Integrity of the fln- 
bhed product. 

(d) Cmwetent and responslble per- 
sonnel shall check actual againat theo. 
retical j‘eld of a batch of medicated 
premlx. ufd. In the event of any slg- 
nifiunt dkrepancies. Ley PemoMel 
shall prevent dlstrlbutlon of the batch 
In quatlon and other .ssoclated 

dura. 

- -- 

botches of medicated premixes that 
may have k e n  involved in a mixup 
with It. 

(e) Adequ8t.e p n m d u m  for cle8nIng 
of those portr of atorage. mlxlnr con- 
veying 8nd other equlpment comlng In 
contact wlth the drug component of 
the medicated pmnlx rhall be used to 
avold contamhatlon of mediated pn- 
mlxea 

(f) If there h aequenti8l productlon 
Of brtch- Of 8 mtdlUted DZ’GIllh con- 
talnlng the Ume drug component tor 
components) at the a8me or lower 
levels. there ahall be aufflclent Slrfc 

to .void .nY bulldup 8bwe the 
specified levels of the drug compo- 
nenta In any of the tmtches of the 
mediated premlx. 

(I) Roductlon urd contro1 p m e -  
durea ah8li incldde provbion for dis- 
contlnulng dbtrlbutlon of 8ny medl- 
#ted premix found by the ass8y pro- 
cedures. or other controls performed 
to 1.11 to conform to appropriate speci- 
flationa. Distributlon of subsequent 
production of such mediated premix 
&all not kgln untll I t  has been deter- 
mined that proper control procedures 
h8ve been eskbllshed. 
8226.42 Conponenta. 

(8 )  Drug components. Including un- 
diluted drugs and any intermediate 
mlxes contPLnlng drugs used In the 
manufacture and processhe of medl- 
u tcd  pnmlxes. shall be recelved. ex- 
8mlned or tested. stored. handled. and 
otherwk controlled In a manner to 
m8Intofn the integrity and identlfica- 
tion of such articles. Approprlate re- 
ceipl and Inventory records shall be 
maintained for 2 years, and such rec- 
ords shall show the origln of any drug 
components. the manufacturer’s con- 
trol number (If any). the dates 8nd 
batches In which they were used, and 
the results of any lestlng of them. 

(b) Nondrug components shall be 
stored and otherwise handled In a 
manner to avoid contamination. In- 
cludlng cross-contamlnatlon from 
manuf.cluring operations. 
f =5B laboratory conhols. 

L8boratorY controls shall Include 
the establbhment of adequate speclfl- 
atlona and teat procedures to usure 
that the drug components and the ---. -..- --I 



0 226.80 
medicated premixes conform to appro- 
priate standards of identity. strength, 
quality. and purity. Labomtory con- 
trols shall include: 

(a) The establlshment of master rec- 
ords containing appropriate speclfin- 
tions and a description of the test pro- 
cedures used to check them for each 
kind of drug component used in the 
manufacture of medicated premixes. 
Thls may consist of the mmufactur- 
er's or supplier's statement of speclfi- 
cations and methods of analyses. 

(b) The establishment of spccifica- 
tlons for medicated premixes and a de- 
scription of necessary l*boramry test 
procedures to check such specifica- 
tions. 

tc) Assays which shall be made of 
representative samples of finished 
medicated premixes in accordance 
with the following schedule: 

(1) Eoch batch of a medicated 
premix manufactured from an undi- 
luted drug shall be assayed for I t s  drug 
componentts). 

(1) In the case of medicated pre- 
mixes which are manufactured by di- 
lution of medicated premixtes) as- 
sayed In accordance with paragraph 
tcH1) of this section. each batch shall 
be assayed for its drug componentts) 
with the first five consecutive batches 
usaylng within the lirnltations. fol- 
lowed thereafter by assay of repre- 
sentatlve samples of not less than 5 
percent of all hatches produced. When 
a n y  batch does not asspy within limi- 
tations. each batch should again be as- 
sayed until five consecutive batches 
are within limitations. 

(d) A determination establishing 
that the drug components remain unb 
formiy dispersed and stable in the 
medicated premix under ordinary con- 
ditions of shipment, storage. and use. 
This may consist of a determlnation 
on a medicated premix of substantially 
the same formula and characteristics. 
Suitable expiration dates shall appear 
on the labels of the medicated pre- 
mixes when needed to assure that the 
articles meet the appropriate stand- 
ards of identity. strength, quallty. and 
purity at the time of use. 

(e) Adequate provision to check the 
reliability. accuracy. and precision of 
any laboratory test procedure used. 
The official methods in "Methods of - _ _  - - - -  - _ - -  .,- . 

ntk 214a.d md Drq, 
Annlysls of the Association of OffIcirl 
Analytical Chemists,"' methodr de- 
mlbed in an official compendium. and 
m y  method submitted .I a mrt of a 
food rdditlve petition or new-dny rp 
plication that hm ken UmPted by 
the Food and Drug Adminbtmtkn 
8h.U be rt?gudcd ld mCethg Chh pro- 
vhlon. 

( f )  ProvIslons for the mdn temce  of 
the results of any a s ~ y 8 .  lncludlnr 
dates and endorsement of analysts. 
Such records shall be rewncd in the 
uossesslon of the muruf8cturer urd 
shall be mrlnt.ined for 8 period of at 
least 2 yeus after dlrtrlbutlon by the 
maiiufacturer of the mcdlatcd p a x  
hu been complekrd. 

U - W w d k M k g  
iuw Puk8giwdI.brling. 

(a) Packaging and labeling oper- 
ations shall be adequately controlled: 

(1) To mure that onIy t h w  medi- 
cnted premlxer that have met the 
speclfications establlshed In the 
master-formula recorda shall be db. 
trihuted. 

(2) To prevent mixups durlng the 
packaging M d  labeline O p e n t b n s .  
(3) To assure that correct labeling is 

employed for each medicated premlx. 
(4) To ldentify mediated premixes 

with lot or control numbers that 
permit deknninatlon of the hbtory of 
the manufacture and control of the 
batch of medicated premix. 

(b) Packaging urd labeling oper- 
rtlons shall provide: 

(1) For storage of labellng in a 
manner to avoid mixups. 

(2) For careful checking of labeling 
for identity and conformity to the 1a- 
beling specified in the batch-produc- 
Cion records. 

(3) For adequate control of the 
quantities of labeling Issued for use 
with the medicated premlx. 

tc) Mediated premixes shall be dis- 
tributed in suitable containers to 
insure the safety. Identity. strength. 
and quality of the finished product. 

'Coolei may be obtained from: Aasoci- 
ation of Officlsl Arulytlcal Chemlsls, P.O. 
Box 540; &n Fmnklin Slatlon. Washington. 
W 9M.l 
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im.102 M.rtcr-fwmul. d budl.pr0. 
M k n  mordr 

Lpor each medicated premix 
wter-formula records shall be ore- 
pared. endorstd, and dated by a com- 
petent and responsible Lndlvldud and 
shall be independently checlcd, recon- 
ciled. endomd. and dated by 8 wcond 
competent and responsible Indlvldual. 
The record shall include: 
(1) The nune of the medifxted 

premix and a specimen copy of its 
-1. 

(2) The weight or mersure of each 
ingredient, adequately identified. to be 
used in manufacturing a stated weight 
of the medicated premix. 

(3) A complete formula for each 
batch size, or of approprlate S k  in the 
caw of contlnuous systems to be pro- 
duced from the master-formula 
record. including a complete list of in- 
gredients designated by nunes or 
codes sufficiently specific to Indicate 
my Special quality chamterlstiC6; M 
accurate statement of the weight or 
measure of each ingredient, except 
that rensonable variations may be per- 
mitted In the amount of Ineredlents 
necessary In the preparation of the 
medicated premix. provided that the 
variations are stated In the master for- 
mula; an appropriate statement con- 
cerning any calculated exceas of an in- 
gredient: and a statement of the theo- 
retical yield. 

(4 )  Manufacturing instructions for 
each type of medicated premix pro- 
duced on a batch or continuous oper- 
ation basis, including mixing steps and 
mixing tlmes that have been deter- 
mined to yield an adequ8tely mixed 
medicated premlx; and in the cue  of 
medicated premixes produced by con- 
tinuous productlon run, any additional 
manufacturing directions Including, 
when indlcated, the settlngs of equlp 
ment that have been determined to 
yleld an adeQuately mixed medicated 
premix of the specified formula 

(5) Control instructiom. procedures. 
spcciflcations, special notations. and 
precautlons to be followed. 

control record ahall be prepared for 
each h t c h  or run of medicated premix 

(b) A 8emnte btCh-prodUCtiOn and 

groduc+d urd $hall be rrt.lncd for at 
M 1 yean rikr dlrtrJbutlon by the 
murufrturar ha8 been complekd. 
The batch-production urd control 
record rh.ll lnclude: 

(1) Roduct Idmtlikation, 6.te of 
woductton, urd endorwment by a 
competent md mpondble tadlvldual. 

(2) RccorQ of erch rkD In the man- 
ufrcturlnl, packulw, Wellnu. and 
controlling of the bateh. including 
Qtcr. specific identific8tion of drug 
componenb wed. weights or mt.crures 
of all components. Iabor8tory-control 
results. mlxhg tlmcr. and the endorse- 
ments of the Lndlvtdual rctlvely per- 
forming or the individual actively su- 
pervislng or checkhe erch rtep in the 
operation. 

(3) A b8tch number th8t permits de- 
termination of all lrboratory-control 
procedure8 and rerults on the batch 
and all lot or control numbers appear. 
Ing on the labels of the medicated 
premix. 

I 226.110 Dktribution morda. 
Complete records shall be main- 

Wined for each shipment of medlcated 
premlxes In a manner that will facili- 
tate the recall. diversion. or destruc- 
tion of the medicated premix. if neces- 
m y .  Such records shall be retained 
for 8t least 2 years after the d8te of 
the shipment by the murufacturer 
md shall Include the n8me and ad- 
dress of the consignee. the date and 

Ing dates, control numbers, or marks 
identifying the medicated premix 
rhipped. 

9 Z26.115 Conplaint fllm 
Records ahall be mrintained for a 

period of 2 years of all written or 
verbal complaints concerning the 
afety or etllcrrcy of each medicated 
premix. Complalnts shall be evaluated 
by competent and reswmible person- 
nel and, when indicated. appropriate 
action shall be taken. The record shall 
Indicate the evaluation 8nd the action. 

qu-tity 8hiDmd. md the manUfaCtUr- 


